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Introducción



Trop-2 está altamente expresado en cáncer de mama HR+ 
HER2- metastásico

Adapted from: 1. Goldenberg DM, et al. Oncotarget. 2015;6:22496–22512; 2. Bardia A, et al. Ann Oncol. 2021;32:1148–1156; 3. 
Rugo HS, et al. Presented at SABCS Annual Meeting 2022. 6–10 December. San Antonio, TX. Abstract #GS1–11

Trop-2 expression 
in mTNBC (N=290)*†2

Trop-2 expression in 
HR+/HER2− mBC (N=462)*†3  
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Trop-2 is a transmembrane 
glycoprotein expressed in various 
epithelial cancers as a 
tumour-associated calcium signal 
transducer that is functionally 
linked to cell migration and 
anchorage-independent growth1





ADCs AntiTROP2

Trop2 es un antigeno de superficie celular sobreexpresado en más 
del 95% de los tumores HR+ y baja expresión en la mayoría de 
tejidos normales. 

Todos los ADCs utilizan inhibidores de la Topoisomerasa I que 
promueve roturas de cadena DNA y consigue que la célula tumoral 
entre en senescencia y apoptosis. 

http://www.cancernetwork.com/view/3-things-you-should-know-about-trop2-as-a-therapeutic-target-in-triple-negative-breast-cancer Liu et al Pharmacol Ther 2022

http://www.cancernetwork.com/view/3-things-you-should-know-about-trop2-as-a-therapeutic-target-in-triple-negative-breast-cancer


Mecanismo de acción ADCs



Evidencia



TROPICS-02 Estudio Fase 3 Sacituzumab Govitecan en 
CMM Luminal

Hugo, Lancet 2023



Población

• TODOS LOS PACIENTES HABÍAN PROGRESADO A UN TRATAMIENTO PREVIO CON ICDK4/6.

•  MEDIANA DE 3 REGIMENES DE TRATAMIENTO CON QUIMIOTERAPIA PREVIO
Tolaney, ASCO 2023



Resultados



Respuesta y seguridad TROPICS-02



TROPION-Breast01: Datopotamab deruxtecan vs QT para 
cáncer de mama Luminal IV



Población



TROPION-Breast01: PFS y tiempo a siguiente 
tratamiento



SG y siguientes tratamientos
- El uso de ADC como tratamiento tras discontinuación del estudio no estaba balanceado entre 
Dato y tratamiento estándar
- 74 vs. 79% recibieron tratamiento posterior; 12 vs. 24% recibieron ADC, la mayoría T-DXd
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NCT04152499 (MK-2870-001): Study Design and Objectives1-4

aPatients in Cohort 1 (TNBC) were non-randomized and received MK-2870 4 mg/kg or 5 mg/kg IV Q2W. bPatients in Cohort 3A (NSCLC) and Cohort 6 (HR+/HER2− BC) received MK-2870 5 mg/kg IV Q2W. CBoth patients with EGFR 
wild-type and EGFR mutant NSCLC were enrolled in the phase 2 expansion cohort. ePK parameters for MK-2870 –ADC, MK-2870 TAB, and free KL610023 payload.
1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT04152499. Accessed: 14 January 2025. 2. Yin Y et al. Presented at SABCS 2022. 3. Fang W et al. Presented at ASCO 2023. 4. Ouyang et al. 
Presented at ESMO 2023. 

Objectives: Phase 1/2, open-label, first in human study in China to evaluate sacituzumab tirumotecan (sac-TMT, 
formally MK-2870) as monotherapy in patients with locally advanced unresectable or metastatic solid tumors that are 
refractory to all standard therapies 

• Histologically or 
cytologically documented, 
incurable, locally advanced,
recurrent or metastatic 
cancer

• Refractory to standard 
therapies or have no 
available standard therapy

• Confirmation of TROP2 
expression by 
immunohistology or by 
other means was not 
required

• Measurable disease by 
CT/MRI

• ECOG PS, 0 or 1

Key Inclusion Criteria 
(N≈1300)

Phase 2: Dose 
Expansion 

sac-TMT IV 

Primary Endpoints

• Phase 1: MTD and 
recommended doses for 
expansion

• Phase 2: ORR

Secondary Endpoints

• Phase 1: DLTs, safety, 
ORR, DOR, PFS, OS, ADA 
formation, PKe (Cmax)

• Phase 2: safety and 
tolerability, DOR, PFS, OS, 
ADA formation, PKe (half-
life), levels of TROP2 
expression in tumor tissue

Phase 1: Dose 
Escalation 

Five dose levels:
sac-TMT 2, 4, 6, 9, and 

12 mg/kg

Treatment will 
continue until disease 

progression or 
unacceptable toxicity 

Cohort 1: TNBCa  

Cohort 2: EOC 

Cohort 3A: NSCLCb,c  

Cohort 4: GC/GEJC  

Cohort 5: ES SCLC 

Cohort 6: HR+/HER2−BCc

Cohort 7: HNSCC

Cohort 8: EC

Cohort 9: UC

Cohort 3B: EGFR WT 
NSCLC

https://clinicaltrials.gov/ct2/show/NCT04152499?term=NCT04152499&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04152499
https://gmsasearch.merck.com/viewpage/1019395/BREAST%253A%2520Yin%2520%28SABCS%25202022%29%2520Sacituzumab%2520Tirumotecan%2520%28SKB264%252FMK-2870%29%2520for%2520mTNBC%2520in%2520Phase%25202%2520study/2
https://gsccongressportal.merck.com/deck/fang-asco-2023-onc-msd-nsclc-poster-and-slides-9114-pdf/
https://gsccongressportal.merck.com/deck/ouyang-esmo-2023-onc-msd-wc-oral-presentation-380mo-pdf/
https://gsccongressportal.merck.com/deck/ouyang-esmo-2023-onc-msd-wc-oral-presentation-380mo-pdf/


(MK-2870-001): HR+/HER2- mBC Cohort

Data Cutoff Date: 12 April 2023. Median follow-up was 8.2 months. 

aOf 41 patients were enrolled, 38 patients were evaluable for response assessment (defined as ≥1 on-study scan). 

Ouyang et al. Presented at ESMO 2023. 

All patients (N=38)a

ORR, n (%) 
Confirmed PR

14 (36.8)
12

DCR, n (%) 34 (89.5)

DOR
Median (Range), months 
6-month DOR rate, % (95% CI)

7.4 (4.2~14.9+)
80.0 (40.9, 94.6)

PFS
Median (95% CI), months
6-month PFS rate, % (95% CI)

11.1 (5.4, 13.1)
61.2 (41.3, 76.1)

OS
Median (95% CI), months
9-month OS rate (95% CI), %

NE (10.71, NE)
81.4 (57.1, 92.7)

Efficacy Results

https://gsccongressportal.merck.com/deck/ouyang-esmo-2023-onc-msd-wc-oral-presentation-380mo-pdf/


(MK-2870-001): HR+/HER2- mBC Cohort

Data Cutoff Date: 12 April 2023. Median follow-up was 8.2 months.   Ouyang et al. Presented at ESMO 2023. 

Best Change of Percentage in Target Lesion Size From Baseline per Investigator Assessment1

https://gsccongressportal.merck.com/deck/ouyang-esmo-2023-onc-msd-wc-oral-presentation-380mo-pdf/


Data Cutoff Date: 12 April 2023. Median follow-up was 8.2 months. 
1. Ouyang et al. Presented at ESMO 2023. 

(MK-2870-001): HR+/HER2- mBC Cohort
Safety

SKB264 5mg/kg Q2W (N=41), n (%)
All Grade ≥Grade 3

TRAEs  41(100)  20(48.8)
   TRAEs leading to dose reduction 7 (17.1) 5 (12.2)
   TRAEs leading to dose delay  8 (19.5) 7 (17.1)
   TRAEs leading to death 0 0
TRAEs in ≥25% any grade or ≥5% Grade >=3
    WBC decreased 35 (85.4) 9 (22.0)
    Neutrophil count decreased 33 (80.5) 15 (36.6)
    Anemia 33 (80.5) 6 (14.6)
    Stomatitis 19 (46.3) 1 (2.4)
    ALT increased 18 (43.9) 0
    AST increased 17 (41.5) 0
    Platelet count decreased 14 (34.1) 4 (9.8)
    Rash 14 (34.1) 0
    Blood LDH increased 13 (31.7) 0
    GGT increased 12 (29.3) 3 (7.3)
    Oropharyngeal pain 12 (29.3) 0
    Lymphocyte count decreased 11 (26.8) 2 (4.9)

 The most common ≥ Grade 3 
TRAEs (≥ 5%) was neutrophil 
count decreased, WBC 
decreased, anemia, platelet 
count decreased, and GGT 
increased

 No neuropathy or drug-related
ILD/pneumonitis was 
reported. No TRAEs led to 
treatment discontinuation or 
death 

https://gsccongressportal.merck.com/deck/ouyang-esmo-2023-onc-msd-wc-oral-presentation-380mo-pdf/


OptiTROP-Breast02



TROFUSE 010

Tolaney SABCS 2024. 

https://gsccongressportal.merck.com/deck/ouyang-esmo-2023-onc-msd-wc-oral-presentation-380mo-pdf/


Algoritmo actual





Conclusiones
- TROP2 se convierte en una diana terapéutica en cáncer de mama Luminal avanzado. 

- 3 antiTROP2 en desarrollo. 

- Indicación y financiación de tratamiento con SACITUZUMAB GOVITECAN en cáncer de mama 
metastásico Luminal HER2- en base a los resultados del estudio TROPICS-02

- Nuevas alternativas por llegar



GRacias!




